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Web Page URLs for STN Seminar Schedule - N. America 

"Ask CAS" for self-help around the clock 

EXTEND option available in structure searching 

Polymer links for the POLYLINK command completed in REGISTRY 

New UPM (Update Code Maximum) field for more efficient patent 

SDIs in CAplus 

CAplus super roles and document types searchable in REGISTRY 

Additional enzyme-catalyzed reactions added to CASREACT 

ANTE, AQUALINE, BIOENG, CIVILENG, ENVIROENG, MECHENG, 

and WATER from CSA now available on STN(R) 

BEILSTEIN enhanced with new display and select options, 

resulting in a closer connection to BABS 

BEILSTEIN on STN workshop to be held August 24 in conjunction 
with the 228th ACS National Meeting 

IFIPAT/IFIUDB/IFICDB reloaded with new search and display 
fields 

CAplus and CA patent records enhanced with European and Japan 
Patent Office Classifications 

STN User Update to be held August 22 in conjunction with the 
228th ACS National Meeting 

The Analysis Edition of STN Express with Discover! 
(Version 7.01 for Windows) now available 

Pricing for the Save Answers for SciFinder Wizard within 
STN Express with Discover! will change September 1, 2004 
BIOCOMMERCE: Changes and enhancements to content coverage 
BIOTECHABS/BIOTECHDS: Two new display fields added for legal 
status data from INPADOC 
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JULY 30 CURRENT WINDOWS VERSION IS V7.01, CURRENT 
MACINTOSH VERSION IS V6.0c(ENG) AND V6.0Jc(JP), 
AND CURRENT DISCOVER FILE IS DATED 11 AUGUST 2004 
STN Operating Hours Plus Help Desk Availability 
General Internet Information 
Welcome Banner and News Items 

Direct Dial and Telecommunication Network Access to STN 
CAS World Wide Web Site (general information) 



Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 



* ************ g-Pjyj Columbus *************** 



FILE »HOME' ENTERED AT 19:03:30 ON 31 AUG 2004 



=> File bioscience health medicine meetings pharmacology research toxicology 
FILE »DRUGMONOG' ACCESS NOT AUTHORIZED 



FILE «ADISCTI» ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 Adis Data Information BV 

FILE 'ADISINSIGHT' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 Adis Data Information BV 

FILE 'ADISNEWS' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 Adis Data Information BV 

FILE 'AGRICOLA' ENTERED AT 19:03:40 ON 31 AUG 2004 

FILE 'AQUALINE' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 Cambridge Scientific Abstracts (CSA) 

FILE 'ANABSTR' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (c) 2004 THE ROYAL SOCIETY OF CHEMISTRY (RSC) 

FILE 'ANTE' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 Cambridge Scientific Abstracts (CSA) 

FILE 'AQUASCI' ENTERED AT 19:03:40 ON 31 AUG 2004 

COPYRIGHT 2004 FAO (On behalf of the ASFA Advisory Board) . All rights reserved. 

FILE 'BIOBUSINESS ' ENTERED AT 19:03:40 ON 31 AUG 2004 
Copyright (c) 1998 The Thomson Corporation. 

FILE 'BIOCOMMERCE* ENTERED AT 19:03:40 ON 31 AUG 2004 

COPYRIGHT (C) 2004 BioCommerce Data Ltd. Richmond Surrey, United Kingdom. All 
rights reserved 

FILE 'BIOENG' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 Cambridge Scientific Abstracts (CSA) 

FILE 'BIOSIS' ENTERED AT 19:03:40 ON 31 AUG 2004 
Copyright (c) 2004 The Thomson Corporation. 

FILE 'BIOTECHABS' ENTERED AT 19:03:40 ON 31 AUG 2004 

COPYRIGHT (C) 2004 THOMSON DERWENT AND INSTITUTE FOR SCIENTIFIC INFORMATION 
FILE 'BIOTECHDS* ACCESS NOT AUTHORIZED 

FILE 'BIOTECHNO' ENTERED AT 19:03:40 ON 31 AUG 2004 

COPYRIGHT (C) 2004 Elsevier Science B.V., Amsterdam. All rights reserved. 

FILE 'CABA' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 CAB INTERNATIONAL (CABI) 

FILE 'CANCERLIT' ENTERED AT 19:03:40 ON 31 AUG 2004 

FILE 'CAPLUS' ENTERED AT 19:03:40 ON 31 AUG 2004 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2004 AMERICAN CHEMICAL SOCIETY (ACS) 



COST IN U.S. DOLLARS 



SINCE FILE 

ENTRY 
0.21 



TOTAL 

SESSION 
0.21 



FULL ESTIMATED COST 



FILE 'CEABA-VTB' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (c) 2004 DECHEMA eV 

FILE 'CEN' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 American Chemical Society (ACS) 

FILE 'CIN' ENTERED AT 19:03:40 ON 31 AUG 2004 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2004 American Chemical Society (ACS) 

FILE 'CONFSCI' ENTERED AT 19:03:40 ON 31 AUG 2 0 04 
COPYRIGHT (C) 2004 Cambridge Scientific Abstracts (CSA) 

FILE 'CROPS' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2 004 THOMSON DERWENT 

FILE 'CROPU' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2 004 THOMSON DERWENT 

FILE 'DISSABS' ENTERED AT 19:03:40 ON 31 AUG 2004 

COPYRIGHT (C) 2 004 ProQuest Information and Learning Company; All Rights Reserved. 

FILE 'DDFB' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 THOMSON DERWENT 

FILE 'DDFU' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 THOMSON DERWENT 

FILE 'DGENE' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 THOMSON DERWENT 

FILE 'DRUGB' ACCESS NOT AUTHORIZED 

FILE 'DRUGM0N0G2' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 IMSWORLD Publications Ltd 

FILE ' IMSDRUGNEWS ' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 IMSWORLD Publications Ltd 

FILE 'DRUGU» ACCESS NOT AUTHORIZED 

FILE ' IMSRESEARCH' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 IMSWORLD Publications Ltd 

FILE 'EMBAL' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 Elsevier Inc. All rights reserved. 

FILE 'EMBASE' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 Elsevier Inc. All rights reserved. 

FILE 'ESBIOBASE' ENTERED AT 19:03:40 ON 31 AUG 2004 

COPYRIGHT (C) 2004 Elsevier Science B.V., Amsterdam. All rights reserved. 

FILE 'FEDRIP' ENTERED AT 19:03:40 ON 31 AUG 2004 

FILE 'FOMAD' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 Leatherhead Food Research Association 

FILE 'FOREGE' ENTERED AT 19:03:40 ON 31 AUG 2 0 04 
COPYRIGHT (C) 2004 Leatherhead Food Research Association 

FILE 'FROSTI' ENTERED AT 19:03:40 ON 31 AUG 2004 



COPYRIGHT (C) 2004 Leatherhead Food Research Association 

FILE 'FSTA' ENTERED AT 19:03:40 ON 31 AUG 2004 

COPYRIGHT (C) 2 004 International Food Information Service 

FILE 'GENBANK' ENTERED AT 19:03:40 ON 31 AUG 2004 

FILE 'HEALSAFE' ENTERED AT 19:03:40 ON 31 AUG 2 004 
COPYRIGHT (C) 2004 Cambridge Scientific Abstracts (CSA) 



FILE 'IFIPAT' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 IFI CLAIMS (R) Patent Services (IFI) 

FILE 'IMSPRODUCT' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 IMSWORLD Publications Ltd 

FILE ' JICST-EPLUS' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 Japan Science and Technology Agency (JST) 

FILE 'KOSMET' ENTERED AT 19:03:40 ON 31 AUG 2004 

COPYRIGHT (C) 2004 International Federation of the Societies of Cosmetics Chemists 

FILE 'LIFESCI' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 Cambridge Scientific Abstracts (CSA) 



FILE 'MEDICONF' ENTERED AT 19:03:40 ON 31 AUG 2004 

COPYRIGHT (c) 2004 FAIRBASE Datenbank GmbH, Hannover, Germany 

FILE 'MEDLINE* ENTERED AT 19:03:40 ON 31 AUG 2004 

FILE 'NIOSHTIC ENTERED AT 19:03:40 ON 31 AUG 2004 

COPYRIGHT (C) 2 004 U.S. Secretary of Commerce on Behalf of the U.S. Government 
FILE 'NTIS' ENTERED AT 19:03:40 ON 31 AUG 2004 

Compiled and distributed by the NTIS, U.S. Department of Commerce. 
It contains copyrighted material. 
All rights reserved. (2004) 

FILE 'NUTRACEUT' ENTERED AT 19:03:40 ON 31 AUG 2004 

Copyright 2004 (c) MARKETLETTER Publications Ltd. All rights reserved. 

FILE 'OCEAN' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 Cambridge Scientific Abstracts (CSA) 



FILE 'PASCAL' ENTERED AT 19:03:40 ON 31 AUG 2 004 

Any reproduction or dissemination in part or in full, 

by means of any process and on any support whatsoever 

is prohibited without the prior written agreement of INIST-CNRS. 

COPYRIGHT (C) 2004 INIST-CNRS. All rights reserved. 

FILE 'PCTGEN' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2 004 WIPO 

FILE 'PHAR' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 PJB Publications Ltd. (PJB) 

FILE 'PHARMAML' ENTERED AT 19:03:40 ON 31 AUG 2004 

Copyright 2004 (c) MARKETLETTER Publications Ltd. All rights reserved- 
FILE 'PHIC ENTERED AT 19:03:40 ON 31 AUG 2004 



COPYRIGHT (C) 2004 PJB Publications Ltd. (PJB) 

FILE 'PHIN' ENTERED AT 19:03:40 ON 31 AUG 2 004 
COPYRIGHT (C) 2004 PJB Publications Ltd. (PJB) 

FILE 'PROMT' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 Gale Group. All rights reserved. 

FILE »PROUSDDR» ENTERED AT 19:03:40 ON 31 AUG 2 004 
COPYRIGHT (C) 2004 Prous Science 

FILE 'RDISCLOSURE' ENTERED AT 19:03:40 ON 31 AUG 2 004 
COPYRIGHT (C) 2004 Kenneth Mason Publications Ltd. 

FILE 'SCISEARCH' ENTERED AT 19:03:40 ON 31 AUG 2004 
Copyright (c) 2004 The Thomson Corporation. 

FILE 'SYNTHLINE' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2 004 Prous Science 

FILE 'TOXCENTER' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 ACS 

FILE 'USPATFULL' ENTERED AT 19:03:40 ON 31 AUG 2004 

CA INDEXING COPYRIGHT (C) 2004 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE »USPAT2' ENTERED AT 19:03:40 ON 31 AUG 2004 

CA INDEXING COPYRIGHT (C) 2004 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'VETB' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 THOMSON DERWENT 

FILE 'VETU' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2 004 THOMSON DERWENT 

FILE 'WATER' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 Cambridge Scientific Abstracts (CSA) 

FILE *WPIDS' ACCESS NOT AUTHORIZED 

FILE 'WPIFV ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2 004 THOMSON DERWENT 

FILE 'WPINDEX* ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 THOMSON DERWENT 

FILE 'ABI-INFORM' ENTERED AT 19:03:40 ON 31 AUG 2004 

COPYRIGHT (C) 2004 ProQuest Information and Learning Company; All Rights Reserved. 

FILE 'CBNB' ENTERED AT 19:03:40 ON 31 AUG 2004 

COPYRIGHT (c) 2004 ELSEVIER ENGINEERING INFORMATION, INC. 

FILE 'CHEMLIST» ENTERED AT 19:03:40 ON 31 AUG 2004 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2 004 American Chemical Society (ACS) 

FILE 'CSNB' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (c) 2004 THE ROYAL SOCIETY OF CHEMISTRY (RSC) 

FILE 'ENERGY' ENTERED AT 19:03:40 ON 31 AUG 2 004 

COPYRIGHT (c) 2004 USDOE for the lEA-Energy Technology Data Exchange (ETDE) 



FILE 'ENVIROENG' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 Cambridge Scientific Abstracts (CSA) 

FILE 'HSDB' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 NATIONAL LIBRARY OF MEDICINE 

FILE 'INIS' ACCESS NOT AUTHORIZED 

FILE 'IPA* ENTERED AT 19:03:40 ON 31 AUG 2004 

COPYRIGHT (C) 2004 American Society of Hospital Pharmacists (ASHP) 

FILE 'MSDS-CCOHS' ENTERED AT 19:03:40 ON 31 AUG 2004 

Copyright Notice: Permission to copy is not required for this file 

FILE 'MSDS-OHS' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2 004 MDL INFORMATION SYSTEMS (MDL) 

FILE 'NAPRALERT* ENTERED AT 19:03:40 ON 31 AUG 2004 

COPYRIGHT (C) 2004 Board of Trustees of the University of Illinois, 

University of Illinois at Chicago. 

FILE 'NLDB' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 Gale Group. All rights reserved. 

FILE 'POLLUAB' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 Cambridge Scientific Abstracts (CSA) 



FILE 'RTECS' ENTERED AT 19:03:40 ON 31 AUG 2 004 

COPYRIGHT (C) 2 004 U.S. Secretary of Commerce on Behalf of the U.S. Government 

FILE 'IMOBILITY' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 Society of Automotive Engineers, Inc. 

FILE 'COMPENDEX' ENTERED AT 19:03:40 ON 31 AUG 2 004 
Compendex Compilation and Indexing (C) 2004 

Elsevier Engineering Information Inc (EEI) . All rights reserved. 
Compendex (R) is a registered Trademark of Elsevier Engineering Information Inc. 

FILE 'COMPUAB* ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 Cambridge Scientific Abstracts (CSA) 

FILE 'CONF' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (c) 2004 FIZ Karlsruhe 

FILE 'ELCOM' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 Cambridge Scientific Abstracts (CSA) 



FILE ' IMSDRUGCONF' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 IMSWORLD Publications Ltd. 

FILE 'PAPERCHEM2' ENTERED AT 19:03:40 ON 31 AUG 2004 
Paperchem2 compilation and indexing (C) 2 004 
Elsevier Engineering Information Inc. All rights reserved. 

FILE 'SOLIDSTATE' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 Cambridge Scientific Abstracts (CSA) 

FILE 'BASS' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (c) 2004 Beilstein-Inst itut zur Foerderung der Chemischen Wissenschaf ten 
licensed to Beilstein GmbH and MDL Information Systems GmbH 



FILE 'DIOGENES' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 FOI Services, Inc. (FOI) 

FILE 'INVESTEXT' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 Thomson Financial Services, Inc. (TFS) 

FILE 'PS' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 Thieme on STN 

FILE 'USAN' ENTERED AT 19:03:40 ON 31 AUG 2004 

COPYRIGHT (C) 2 004 U.S. Pharmacopeia 1 Convention, Inc. (USPC) 

FILE 'DKF' ENTERED AT 19:03:40 ON 31 AUG 2004 

COPYRIGHT (C) 2004 Dokumentat ion Kraf tf ahrwesen e.V., Germany 

FILE 'FORIS' ENTERED AT 19:03:40 ON 31 AUG 2004 

COPYRIGHT (C) 2004 Inf ormat ions zent rum Sozialwissenschaf ten, Bonn (IZS) 

FILE 'FORKAT' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 Bundesministerium fuer Bildung, 
Wissenschaft , Forschung und Technologie (bmb+f) 

FILE 'RUSSCI' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2 004 Inputmax Ltd. 

FILE 'SOLIS' ENTERED AT 19:03:40 ON 31 AUG 2004 

COPYRIGHT (C) 2004 Inf ormat ions zent rum Sozialwissenschaf ten, Bonn (IZS) 

FILE 'UFORDAT' ENTERED AT 19:03:40 ON 31 AUG 2 004 
COPYRIGHT (C) 2004 Umweltbundesamt , D-14191 Berlin (UBA) 

FILE 'AQUIRE' ENTERED AT 19:03:40 ON 31 AUG 2004 

COPYRIGHT (C) 2 004 US Environmental Protection Agency (EPA) 

FILE 'ULIDAT' ENTERED AT 19:03:40 ON 31 AUG 2004 
COPYRIGHT (C) 2004 Umweltbundesamt, D-14191 Berlin (UBA) 

=> s clotting {3A) (factor (w) (II or VII or IX or X)) 

13 FILES SEARCHED. . . 

24 FILES SEARCHED. . . 

32 FILES SEARCHED. . . 

42 FILES SEARCHED. . . 

52 FILES SEARCHED. . . 

59 FILES SEARCHED. . . 

64 FILES SEARCHED. . . 

78 FILES SEARCHED. . . 

94 FILES SEARCHED. . . 
LI 7347 CLOTTING (3A) (FACTOR (W) (II OR VII OR IX OR X)) 

=> s LI {6A) ( (dominant negative) or inactive) 

28 FILES SEARCHED. . , 

58 FILES SEARCHED. . . 

72 FILES SEARCHED. . . 
L2 5 LI (6A) ((DOMINANT NEGATIVE) OR INACTIVE) 

=> d 12 1-5 bib ab 

L2 ANSWER 1 OF 5 BIOTECHNO COPYRIGHT 2004 Elsevier Science B.V. on STN 

AN 1985:15038456 BIOTECHNO 

TI Structure and function of factor IX: Defects in haemophilia B 
AU McGraw R.A. ; Davis L,M, ; Lundblad R.L.; et al . 

CS Department of Pathology, University of North Carolina, Chapel Hill, NC 



27514, United States. 

Clinics in Haematology, (1985), 14/2 (359-383) 
CODEN: CLHMB3 
Journal; Article 
United Kingdom 

English 

The genetics of haemophilia B and the structure- function relationships of 
factor IX interactions with cof actors and substrates have been reviewed. 
Emphasis has been placed on contributions to our understanding made by 
analysis of variants. Amino acid substitutions at or near the site of 
activation lead to inactive factor IX or to factor 
IX species with decreased clotting activity. Release of 

the activation peptide is necessary for optimal interaction of factor IX 
with its cofactors and substrates. Abnormalities in the calcium binding 
region, whether Gla dependent or independent, also decrease clotting 
activity. The defects in haemophilia B (m) variants somehow affect factor 
VI I -tissue factor interactions with factor X. Other mutations may affect 
the facotor IX heavy chain, probably at or near the active site, Amino 
acid substitutions may cause conformational changes in factor IX that 
interfere with other interactions such as with antithrombin III and 
factor VIII. Recombinant DNA techniques have been employed to analyse 
normal and abnormal factor IX genes. DNA sequence analysis of factor IX 
cDNA clones revealed the primary structure of the mature protein and a 
predicted leader peptide. Knowledge of the primary sequence of factor IX 
allowed identification of the specific defect in the factor IX (Chapel 
Hill) variant. Analysis of normal factor IX genomic clones has determined 
that the 35 kb gene is composed of eight coding exons and seven 
interventing sequences. Sequence analysis of the CRM. sup, + variants will 
identify mutations disrupting the normal interactions of factor IX. 
Southern analysis of CRM. sup.- variants has revealed gross factor IX gene 
deletions in some cases. Such deletions have been employed for carrier 
deletion in some families. Restriction fragment length polymorphisms in 
the factor IX gene have also proven useful for carrier identification. 
Manipulations of the cloned factor IX gene to make specific mutations in 
vitro and improvements in the technology for expression of deliberately 
modified genes will further elucidate the relationships between factor IX 
structure and function, 

ANSWER 2 OF 5 EMBASE COPYRIGHT 2 004 ELSEVIER INC. ALL RIGHTS RESERVED, 
on STN 

85188456 EMBASE 
1985188456 

Structure and function of factor IX: Defects in haemophilia B. 
McGraw R.A.; Davis L.M.; Lundblad R.L./ et al . 

Department of Pathology, University of North Carolina, Chapel Hill, NC 
27514, United States 

Clinics in Haematology, (1985) 14/2 (359-383) . 
CODEN: CLHMB3 
United Kingdom 
Journal 

037 Drug Literature Index 

025 Hematology 

022 Human Genetics 

029 Clinical Biochemistry 

English 

The genetics of haemophilia B and the structure-function relationships of 
factor IX interactions with cofactors and substrates have been reviewed. 
Emphasis has been placed on contributions to our understanding made by 
analysis of variants. Amino acid substitutions at or near the site of 
activation lead to inactive factor IX or to factor 
IX species with decreased clotting activity. Release of 

the activation peptide is necessary for optimal interaction of factor IX 
with its cofactors and substrates. Abnormalities in the calcium binding 



region, whether Gla dependent or independent, also decrease clotting 

activity. The defects in haemophilia B (m) variants somehow affect factor 
VI I -tissue factor interactions with factor X. Other mutations may affect 
the facotor IX heavy chain, probably at or near the active site. Amino 
acid substitutions may cause conformational changes in factor IX that 
interfere with other interactions such as with antithrombin III and factor 
VIII. Recombinant DNA techniques have been employed to analyse normal and 
abnormal factor IX genes. DNA sequence analysis of factor IX cDNA clones 
revealed the primary structure of the mature protein and a predicted 
leader peptide. Knowledge of the primary sequence of factor IX allowed 
identification of the specific defect in the factor IX (Chapel Hill) 
variant. Analysis of normal factor IX genomic clones has determined that 
the 35 kb gene is composed of eight coding exons and seven interventing 
sequences. Sequence analysis of the CRM+ variants will identify mutations 
disrupting the normal interactions of factor IX. Southern analysis of CRM- 
variants has revealed gross factor IX gene deletions in some cases. Such 
deletions have been employed for carrier deletion in some families. 
Restriction fragment length polymorphisms in the factor IX gene have also 
proven useful for carrier identification. Manipulations of the cloned 
factor IX gene to make specific mutations in vitro and improvements in the 
technology for expression of deliberately modified genes will further 
elucidate the relationships between factor IX structure and function, 

L2 ANSWER 3 OF 5 MEDLINE on STN 

AN 86003005 MEDLINE 
DN PubMed ID: 3899439 

TI Structure and function of factor IX: defects in haemophilia B. 
AU McGraw R A; Davis L M; Lundblad R L; Stafford D W; Roberts H R 
NC HL 06350 (NHLBI) 
HL 0714 9 (NHLBI) 

SO Clinics in haematology, (1985 Jun) 14 (2) 359-83. Ref: 64 

Journal code: 0331547. ISSN: 0308-2261. 
CY ENGLAND: United Kingdom 
DT Journal; Article; (JOURNAL ARTICLE) 

General Review; (REVIEW) 
LA English 
FS Priority Journals 
EM 198511 

ED Entered STN: 19900321 

Last Updated on STN: 19990129 
Entered Medline: 19851113 

AB The genetics of haemophilia B and the structure-function relationships of 
factor IX interactions with cof actors and substrates have been reviewed. 
Emphasis has been placed on contributions to our understanding made by 
analysis of variants. Amino acid substitutions at or near the site of 
activation lead to inactive factor IX or to factor 
IX species with decreased clotting activity. Release of 
the activation peptide is necessary for optimal interaction of factor IX 
with its cofactors and substrates. Abnormalities in the calcium binding 
region, whether Gla independent or dependent, also decrease clotting 
activity. The defects in haemophilia Bm variants somehow affect factor 
VII -tissue factor interactions with factor X. Other mutations may affect 
the factor IX heavy chain, probably at or near the active site. Amino 
acid substitutions may cause conformational changes in factor IX that 
interfere with other interactions such as with antithrombin III and factor 
VIII. Recombinant DNA techniques have been employed to analyse normal and 
abnormal factor ix genes. DNA sequence analysis of factor IX cDNA clones 
revealed the primary structure of the mature protein and a predicted 
leader peptide. Knowledge of the primary sequence of factor IX allowed 
identification of the specific defect in the factor IX Chapel Hill 
variant. Analysis of normal factor IX genomic clones has determined that 
the 35 kb gene is composed of eight coding exons and seven intervening 
sequences. Sequence analysis of the CRM+ variants will identify mutations 



disrupting the normal interactions of factor IX. Southern analysis of 
CRM- variants has revealed gross factor IX gene deletions in some cases. 
Such deletions have been employed for carrier deletion in some families. 
Restriction fragment length polymorphisms in the factor IX gene have also 
proven useful for carrier identification. Manipulations of the cloned 
factor IX gene to make specific mutations in vitro and improvements in the 
technology for expression of deliberately modified genes will further 
elucidate the relationships between factor IX structure and function. 

L2 ANSWER 4 OF 5 PHIN COPYRIGHT 2 004 PJB on STN 

AN 2000:4832 PHIN 

DN C00656444 

DED 6 Mar 2000 

TI Small implant could provide new treatment for haemophiliacs 

SO Clinica (2000) No. 898 pl7 

DT Newsletter 

FS FULL 

L2 ANSWER 5 OF 5 INVESTEXT COPYRIGHT 2004 TFS on STN 

AN 95:465942 INVESTEXT ( tm) REPORT NUMBER : 1594142 
PGNO PAGE 3 OF 35 
DN 1594142 

TI COR Therapeutics - Company Report 
AU Lenstra, R. , et al 

CS SMITH BARNEY; NEW YORK (STATE OF) 

CSR MID-ATLANTIC/MIDDLE ATLANTIC REGION; UNITED STATES OF AMERICA; NORTH 
AMERICA 

CSTY Financial center investment bank-broker 

PD 12 May 1995 

DT COMPANY REPORT 

FS Text Page; COMPANY REPORT 

WC 414 
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s blood (5A) (factor (w) (II or VII or IX or X) ) 



14 


FILES 


SEARCHED. 


27 


FILES 


SEARCHED . 


39 


FILES 


SEARCHED . 


52 


FILES 


SEARCHED . 


61 


FILES 


SEARCHED. 


65 


FILES 


SEARCHED . 


82 


FILES 


SEARCHED. 


96 


FILES 


SEARCHED. 



L3 



13898 BLOOD (5A) (FACTOR (W) (II OR VII OR IX OR X) ) 



=> s 13 (8A) ((DOMINANT NEGATIVE) OR INACTIVE) 

33 FILES SEARCHED. . . 

65 FILES SEARCHED, . . 

97 FILES SEARCHED. . . 
L4 31 L3 (8A) ((DOMINANT NEGATIVE) OR INACTIVE) 

=> s 14 and (treat or treatment) 

13 FILES SEARCHED. . 

32 FILES SEARCHED. . 

53 FILES SEARCHED. . 

64 FILES SEARCHED. . 
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TI Agents affecting thrombosis and hemostasis 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Analogs of blood factors which are transiently inactive are useful in 
treatment of diseases characterized by thrombosis. In addition, 
modified forms of activated blood factors that generate the active blood 
factor in serum but have extended half-lives are useful in treating 
hemophilic conditions. These modified forms of the blood factor may be 
acylated forms which are slowly deacylated in vivo. 
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The invention provides a liquid, aqueous composition, comprising (i) a 
modified factor VII polypeptide; (ii) an agent suitable for keeping pH 
in the range of from about 4 . 0 to about 8.0; (iii) an antioxidant; and 
(iv) an agent selected from the list of: a calcium salt, a magnesium 
salt, or a mixture thereof. 
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Stable pharmaceutical preparations containing blood coagulation Factor 
VII is disclosed. The pharmaceutical preparations containing blood 
coagulation Factor VII are free of coagulation inhibitors and are stable 
over a wide range of environmental conditions. Also provided are blood 
coagulation Factor VII preparations having a minimum activity of 50 
Units/mg of protein that contain less than 5% activated blood 
coagulation Factor VII (Factor Vila) . The blood coagulation Factor VII 
containing preparations may also contain other blood coagulation factors 
and are free from detectable transmissible human pathogens. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Factor X analogues having a modification in the region of the natural 
Factor Xa activation cleavage site, said modification representing a 
processing site of a protease not naturally cleaving in this region of 
the Factor X sequence, preparations containing the Factor X analogues 
according to the invention, and processes for the preparation thereof 
are described. 
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TI Factor X deletion mutants and analogues thereof 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Factor XA analogues having a deletion of amino acids ArglSO to 

Arg234 and a modification in the region of the amino acid sequence 
between Glyl73 and Argl79, preparations containing these factor XA 
analogues, and processes for the preparation thereof are described. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Factor X analogues having a modification in the region of the natural 
Factor Xa activation cleavage site, said modification representing a 
processing site of a protease not naturally cleaving in this region of 
the Factor X sequence, preparations containing the Factor X analogues 
according to the invention, and processes for the preparation thereof 
are described. 
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Carlson, Karen Cochrane; Assistant Examiner: Snedden, 



Factor XA analogues are provided, as well as pharmaceutical 
preparations containing such analogues and methods of preparing such 
analogues. The factor XA analogues have a deletion of the amino 
acids ArglSO to Arg234 and a modification in the region of the amino 
acid sequence between Glyl73 and Argl79 of the factor X amino acid 
sequence. Such analogues can include a processing site not normally 
present in factor X, thus allowing for selective conversion of the 
analogue to an active form. The analogues and preparations have utility 
in the treatment of a number of blood coagulation disorders. 
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Methods for treating hemophilia A and B and AIDS and devices used therein, 
Pollard, Harvey B. [Inventor, Reprint Author]/ Pollard, Bette S 
[Inventor] 

1008 Lamplighter La., Potomac, MD, 20854, USA 
US 6491655 December 10, 2002 
Official Gazette of the United 
(Dec 10 2002) Vol. 1265, No. 2 
. e-file. 
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States Patent and Trademark: Office Patents, 
http : //www . uspto . gov/web/menu/patdata . html 



DT Patent 
LA English 

ED Entered STN: 2 9 Jan 2 003 

Last Updated on STN: 2 9 Jan 2 003 

AB The present invention provides a method for treating Hemophilia A or B 

which comprises implanting in fluid communication with the bloodstream of 
a mammal in need of such treatment a permeable membrane having 
one or more walls, a hollow chamber therewithin, a plurality of holes 
extending through the walls of the membrane and permitting fluid to enter 
and exit the chamber of the membrane, each of the holes being sized so 
that it is large enough to permit inactive Factor VII to enter the chamber 
of the membrane and activated Factor Vila to exit the chamber of the 
membrane but small enough to prevent fibrinogen from entering the chamber 
of the membrane, a plurality of supports being disposed within the 
chamber, and an effective amount of a Factor VII activator or a source of 
the activator being bound to the supports, wherein inactive 
factor VII in blood passing through the 

membrane becomes activated into Factor Vila upon contact with the 
activator within the chamber. The present invention also provides a 
method for treating Hemophilia A or B extracorporeal ly. The present 
invention further provides methods for treating AIDS as well as permeable 
membranes for use in the methods above. 
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AN 2001:332578 BIOSIS 
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TI Method for treating hemophilia A and B and AIDS and devices used therein 
AU Pollard, Harvey B. [Inventor]; Pollard, BetteS. [Inventor, Reprint 
author] 
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AB The present invention provides a method for treating Hemophilia A or B 

which comprises implanting in fluid communication with the bloodstream of 
a mammal in need of such treatment a permeable membrane having 
one or more walls, a hollow chamber therewithin, a plurality of holes 
extending through the walls of the membrane and permitting fluid to enter 
and exit the chamber of the membrane, each of the holes being sized so 
that it is large enough to permit inactive Factor VII to enter the chamber 
of the membrane and activated Factor Vila to exit the chamber of the 
membrane but small enough to prevent fibrinogen from entering the chamber 
of the membrane, a plurality of supports being disposed within the 
chamber, and an effective amount of a Factor VII activator or a source of 
the activator being bound to the supports, wherein inactive 
Factor VII in blood passing through the 

membrane becomes activated into Factor Vila upon contact with the 
activator within the chamber. The present invention also provides a 
method for treating Hemophilia A or B extracorporeal ly. The present 
invention further provides methods for treating AIDS as well as permeable 
membranes for use in the methods above. 
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AB Gene therapy vectors encoding native and mutant Factor IX sequences for 
the treatment of hemophilia are claimed. Factor 
IX is in the blood clotting cascade in humans and is 
missing or inactive in patients with hemophilia B. Recombinant 
AAV vectors containing the cDNA for Factor IX together with a portion of 
the mtron 1 of this gene are claimed. Various mutant forms of the Factor 
IX protein such as those which have the ability to bind to human collagen 
IV are also claimed. The AAV constructs can be injected directly into 
muscle tissue in at least six sites to achieve their effect. The human 
Factor IX coding sequences are placed into an AAV vectors under the 
expression control of the CMV promoter/enhancer. The AAV construct also 
contains a 1.4 kb fragment of intron 1 of the Factor IX gene. The Factor 
IX coding sequence is followed by the SV40 polyadenylation sequence and 
flanked by the AAV ITR sequences. Recombinant virus of 10. sup. 1. sup 2 to 
10. sup. 1. sup. 3 genomes/ml was used to inject into mice at a concentration 
of 10. sup. 1. sup. 1 or 10. sup. 1, sup. 0 viral genomes per animal The 
injections were in the tibialis anterior and the quadriceps muscle. The 
human Factor IX was expressed and circulating antibodies were detected 
Dogs carrying a mutation in the Factor IX gene which gave them hemophilia 
B were administered AAV constructs containing dog Factor IX and these 
showed significantly reduced clotting times. 
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The present invention provides a method for treating Hemophilia A or B 
which comprises implanting in fluid communication with the bloodstream of 
a mammal m need of such treatment a permeable membrane having 
one or more walls, a hollow chamber therewithin, a plurality of holes 
extending through the walls of the membrane and permitting fluid to enter 
and exit the chamber of the membrane, each of the holes being sized so 
that It is large enough to permit inactive Factor VII to enter the 
chamber of the membrane and activated Factor Vila to exit the chamber of 
the membrane but small enough to prevent fibrinogen from entering the 
chamber of the membrane, a plurality of supports being disposed within 
the chamber, and an effective amount of a Factor VII activator or a 
source of the activator being bound to the supports, wherein 



AB 



inactive Factor VII in blood 

passing through the membrane becomes activated into Factor Vila upon 
contact with the activator within the chamber. The present invention also 
provides a method for treating Hemophilia A or B extracorporeal ly The 
present invention further provides methods for treating AIDS as well as 
permeable membranes for use in the methods above. 
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Analogs of blood factors which are transiently inactive are useful in 
treatment of diseases characterized by thrombosis. In addition 
modified forms of activated blood factors that generate the active blood 
factor m serum but have extended half-lives are useful in treating 
hemophilia conditions. These modified forms of the blood factor may be 
acylated forms which are slowly deacylated in vivo. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Conjugates containing a substance with coagulant activity, such as 

recombinant Factor IX, non-ant igenic polymers, such as poly (ethylene 
glycol), are disclosed. Also disclosed are methods of forming the novel 



conjugates of this invention. 
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Analogs of blood factors which are transiently inactive are useful in 
treatment of diseases characterized by thrombosis. In addition 
modified forms of activated blood factors that generate the active blood 
factor in serum but have extended half-lives are useful in treating 
hemophilic conditions- These modified forms of the blood factor may be 
acylated forms which are slowly deacylated in vivo 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Analogs of blood factors which are transiently inactive are useful in 
treatment of diseases characterized by thrombosis. In addition 
modified forms of activated blood factors that generate the active blood 
factor m serum but have extended half-lives are useful in treating 



DT 
FS 

EXNAM 

LREP 

CLMN 

ECL 

DRWN 



L6 
AN 
TI 
IN 



hemophilic conditions. These modified forms of the blood factor may be 
acylated forms which are slowly deacylated in vivo. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Conjugates containing a substance with coagulant activity such as 

recombinant Factor IX, non-antigenic polymers, such as poly (ethylene 
glycol), are disclosed. Also disclosed are methods of forming the novel 
conjugates of this invention. 
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Analogs of blood factors, such as factor X, 
which are transiently inactive are useful in treatment 

of diseases characterized by thrombosis. In addition, modified forms of 
activated blood factors that generate the active blood factor in serum but 
have extended half -lives are useful in treating hemophilic conditions. 
These modified forms of the blood factor may be acylated forms which are 
slowly deacylated in vivo. 
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AB Inactive blood coagulation factor IX 

(I) is prepared free of active blood coagulation factors II, VII IX and X 
Normally, I is a mixture of blood coagulation factors II, vil, ix and X in" 

as well as in inactive forms, and the active factors'are not 
desirable in elm. use, and, therefore, eliminated by treating I with 
msol. materials containing immobilized aminobenzamidine 
ammophenylguanidine, or basic amino acids. I consisting of blood ' 
coagulation factor IX 1044, factor II 1166, factor VII 222, and factor X 
492 units were dissolved in 40 mL of 1.5% by weight/volume NaCl-0.5% by 

e^wJicri^rhf^ '"i^ed with 2 g of benzamidine-sepharose 

6B which had been equilibrated with the same solution The mixture was stirred 
at 4 for 1 h and centrifuged. The supernatant contained I free of 
active coagulation factors. 
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AB Using immunodiffusion tests, blood coagulation factor IX [9001-28-91 and 
blood coagulation factor X [9001-29-0] had 
common antigenic determinants with the inactive precursors 
PIVKA-IX and PIVKA-X, which are induced by vitamin K antagonists 
However, the PIVKA's had a lower affinity for A1(0H)3 than factors IX and 
Ir.L^ P^°^a^ly related to the lack of Ca-binding sites on the 

PIVKA s. The normal blood coagulation factor VII [9001-25-6], factor IX 



and factor X were completely absorbed onto A1{0H)3, whereas 40% of blood 
coagulation factor II [9001-26-7] activity remained in the blood. In cows 
treated with phenprocoumon [435-97-2] (600 mg the first day and 200 
mg/day, thereafter) , plasma factor X activity was decreased which 
resulted in the appearance of PIVKA-X two-dimensional 

=n^D?uifv''°?^°'■^^'^'" presence of Ca; the presence of both factor X 
and PiVKA-X after anticoagulant treatment was also demonstrated 
The existence of PIVKA-II and PIVKA-IX were also demonstrated by this 
method. Studies with PIVKA-X indicated that its active site was intact 
when compared to factor X, but that there was in addition to or as a 
consequence of the lacJc of Ca binding sites, another defect, resulting in 
a lower rate of activation of prothrombin by PIVKA-X. 
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